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4-TETRAHYDROPYRIDYLPYRIMIDINE DERIVATIVES 



Abstract: 

4-Tetrahydropyridyipynmidine derivatives of general formula (I); and medicinally 
acceptable salts thereof, wherein Ar is phenyl optionally substituted with one to three 
groups selected from among haiogeno, C1-C5 aikyi, C1-C5 alkoxy and trifluoromethyl, 
thienyl or furanyl; R<1> is hydrogen, C1-C5 alkyi or amino optionally substituted 
with one or two C1-C5 alkyi groups; R<2> is C1-C5 alkyi, C4-C7 cycloalkyialkyi, C2- 

C5 aikenyl or C2-C5 alkynyl; and X&it;1>, X&it;2> and X<3> are each 
independently hydrogen, haiogeno, C1-C5 alkyi, C1-C5 alkoxy, C1-C5 alkylthio or amino 
optionally substituted with one or two C1-C5 alkyi groups. These compounds are 
efficacious against diseases in which CRF is believed to be concerned, for example, 
melancholia, anxiety, Alzheimer's disease, Parkinson's disease, Huntington's chorea, 
eating disorder, hypertension, digestive diseases, drug dependence, epilepsy, cerebral 
infarction, cerebral ischemia, cerebral edema, head injury, inflammation, immunologic 
diseases and so on. 
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(57) Abstract 

4-Tetrahydropyridylpyrimidine (^1 

derivatives of general formula (I); and / 

medicinally acceptable salts thereof, wherein X \ y*— \ 

Ar is phenyl optionally substituted with one to NX' f I ) 

three groups selected from among halogeno, f\X^^ ^ N— 4^ I*^ y2 

C1-C5 alkyl, C1-C5 alkoxy and trifluoromethyl, M_/^'5^ 

thienyl or fliranyl; R' is hydrogen, C1-C5 alkyl / ""vi 

or amino optionally substituted with one or two \— y^vj 

C1-C5 alkyl groups; R^ is C1-C5 alkyl, C4-C7 
cycloalkylalkyl, C2-C5 alkenyl or Cj-C; alkynyl; 
and X', and X' are each independently 

hydrogen, halogeno, C1-C5 alkyl, C1-C5 alkoxy, C1-C5 alkylthio or amino optionally substituted with one or two C1-C5 alkyl groups. These 
compounds are efficacious against diseases in which CRF is believed to be concerned, for example, melancholia, anxiety, Alzheimer's 
disease, Parkinson's disease, Huntington's chorea, eating disorder, hypertension, digestive diseases, drug dependence, epilepsy, cerebral 
infarction, cerebral ischemia, cerebral edema, head injury, inflammation, immunologic diseases and so on. 
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4 -T- h ^ t H □ If U v^Jl' t: U 5 i:^ymmi^ 

m. mm9\.m. fe^Wa3^S:^cJ:£Corticotropin Releasing Factor (CR 

C R F«4 H@(Z)75 y g^;^)^e)^!^-53J^;^^:>Tfe 0 (Science, 213. 1394-1397. 
1981; J. Neurosci.. 7. 88-100. 1987) , 7. h U 7.\zM-r ^^i¥E}ts(Dt^m^U 
m^^tzLXl^^Ztf^'^^m'^nX^^^ (Cell. MoI. Neuroblol., 14. 579-588, 
1994; Endocrinol. . 132. 723-728. 1994; Neuroendocrinol. 61. 445-452. 1995)o 

^m^t^ii^nm^izi3^^xnmiRmmmtLxmmr^2'0(Dmm^^^ an 

Corticotropin Releasing Factor: Basic and Clinical Studies of a Neurope- 
ptide, pp 29-52, 1990) o rmWmi:^y hRXflE'^yy h\ZCRF^m^\H^ 
^■r?>tnyy hX^^mm^ (Pharmacol. Rev.. 43, 425-473. 1991; Brain 
Res. Rev., 15,71-100. 1990) ;&«^,®$tl^. fJ^Ct)-^, CRF««mTg|5-T 

mi^-wmmznr^m^t^mm^\zii\^^xnmBim'^'s.tvxmmr^m 

CRFi!)m^Lrcm&\tl 991^ Owens RXS Nemeroff (DmWt (Pharmacol. 

Rev., 43, 425-474, 1991) d ^ i 56 5 tlT § » T^cCb-^. ^O^, 7 

it^mm. mi^^^m. 0km. ^^mmmmf3:a\zcRF^m^Lx^^^, m^E 
^^T^^^^, mmm. mj^l. mwm. mmmmzhcRF^m-^i^x\^^^:it 

^^'^^^nxv^^ (Brain Res. 545, 339-342, 1991; Ann. Neurol. 31. 48-498. 
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1992; Dev. Brain Res. 91, 245-251. 1996; Brain Res. 744, 166-170. 1997) 

:i <h =t 0 , c R F ^^i^tn^m\t cin mm(D.ihmm t l tw^t s -& o 
:^mm\t, ^ [ I] 



-^5 0)7)1^)1^. 7^ /mx\tl^L<\-i2m(Dmm^l-5(D7)V^)Vm'r: 

mm-^nrc7^ ym^^h. R'\tmm^i-5 07)v^)m. ^^^4~7ov 
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m^^t2-y)V^uyx.:=.)\^m. 3 -y )V-tuy 4-7;i/^n7x- 
;PS> 2 -^P07x-;i/a, 3 on7x:n;i.s, 4 - n n 7x::i;i/a> 

2 -yn^7x-Jl/S, 3 -yn^:7x-;i/Ss 4 -7n^:7xn;us, 2-^ 
^;i/7x-;i/a, 3 -p<5^;i/7x:::;i/S> 4 - p<^;i/7x^;i/S, 2-p<h^>' 

yx.=.)Vm. 3 -p< h + '>7x-;i/S, 4 h^v7xZi;i/g, 3,4-v7;i/ 
^n7x-;i/S> 3, 5 -iyy)V^uy x.n)im. 2, 4 - v7Jl/^n7x:::;i/S, 
3, 4 □□7xz:;i/a, 3, 5 - v^nD7x:n;i/g, 3 - h U 7;i':t □ 

^)iyx.=.)imfs.ii-v$>^, ^m^i 5(D7 )i^}imt\tmm^xit^mm^ 

5^;i^»> s/i:7nyDtf;i/yoif;i.a;^j:£-c$.^o i 2fls<7)^^^ i ~ 5 

yg. x^ji/7 5ys, vx5=-;i/7 5 y°u\i)V7^ ym. >>-7°ntf;u7 5 
/S, V7°n tf;i/7 5 y^/j:^-T&^o mI^^ 2 - 5 co7;i/=l-x;i.ai:«iSi^ 
ikX\t6^mm^(D7 )V^::i)Vm^^L, At^^ o A°;i/4^;i/», 2-7'^x;i/S 

^T^^o ^*ic 1 ~ 5(D7)i'n:iriymt\mm^x\tj^mm^(D7)iu^i^m 

^^L. ^Jx.«^h4^vS> xh=^^i/S> y-n^.^i^m. yy'ut^^i^m. 7' 

€>. ^i^ic 1 ~ 5 (D7 )v^)v^^mt\tmm^x\t^mm'\k<D7 

^L, ^J;^tt'y5";^^:ts. jL^)\^^^m> y°u\i)v^^m. yy°u\i)v^^ 
(Dmmt<Dm. mm. i^=L^m. %m. m^m. y^-)m. -^u-om. ^x 
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M\Z. A r 5&^x h ^ t H n t! ij V >»<^ 4 ^ iClKil bfeJi^tt A r © A □ 

^ym^rmm-^ntc 7 x-jUS^O^Hf S L < , a r h ^ b H n tf J V >m(D 
5mzm^Vfcm^\tA r j^^^^l^ 1 ~ 5 ©7;1/4^;I^ST 2 ^55)^ttm:^nfe7x 

it [I] (Dit'^mt. &.y0mmm\z^-:^xmytr^z.t-^i-c^^ [j^^t^s 

^SiC^', Ar> R\ R'. X\ X'Rr;Jxn*tffEt|ili^TfeO, Rn*7X^II^ 
<M^l> 

X1 
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XUA : 1.2,3. e-T-h^tHntfU v>'ft^tl(l)^2. 4->';^nntf 

t°'J v>^07 5>m, ^i?:^hU'^A, ^mi^U-^A, ^^7K^:M- U -^A, 

■^A^ h4=-t^-f h U -^/AX h^-tf-r tl ^) ^ A ter t - 7' h ^1^^ F^© 

7;i/Zi^-hM. h ij -^ATS H, U A v-f 7 ^ O tf^PT 5 F^(^^S7 

j^7;^=I-J^, x^i/>y u □-;i'^o7;i/:n-;i/!l, >?x5^;|/x-'t-;i/, t- h 

7t:Hn7^>. v:t + -y->, 1. 2 -i?^ h^->XiS'>^<7)X-7^;i/^, ^>-tf 
F;i/X>^®^<l:7lcmm, N. N- v^^;L'^;1/A75 F^075 7-fe 

xg^;i/75>. v'-r tf;i/X5';i/7 5 IfUv>^075>m, j^^^^h 

U'i7A. M^^U-^^A, ^m7K^-:>-hU'5A, ^^tK^:^ 'J A, TK^ft:^ F U 
-^A, 7Km{t:^- h U 'i7A^(Z)te^itS, ^ h U A p< h F\ ^^hU-^AX 

h^-'t-l' F> tJ^J^A tert-:/h+-y--r F#cD7;i/Zi7- h^> :^hU'i7A75 
F. U^'^Av-<yyntf;i/7 5 F^<D^M7 5 F!^^T$)^o :^?£tt^(«<h fi, 
^J;^t^>^iS'y-;i/, Xi57y-;i/, y yn t!;U7;i/:n-;i/, x5'^>^Uii-;u 
^©7;i/zi-;i/!li, >?x5^ji/x-x;p, 7"F^tFny^>. i^:t^-^>. 1.2 
-i/^ F + xx^>^«x-T-;i/?^, ^>1f>, F;1/X>, ^iyU>m<Dmit7\(. 
mm. M^«N, N- v^9^;1/7}n;i/A75 F^®75 F^, ^;^;^;^^}^+ >^ F 
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R1 
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K^©^jS75 ^?gtt^iit«, xiJ'y-;!/, 

vynbf;i/7;pn-;u, x5^i/>^*'j n-;i/^®7;i/:3-;i/^, ^j^t^i^x^^ 
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<Sjfi&3> 




(13) 

R1 




x@D : ^^-ji^it-^i^ii o)\tyfm^mm^. mtmm-r^^t\z 
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xuE : ^hyit'^'^ii i)t. ltd 2)(Dit'^nu^muM*^^n^n^ 
(1 3)^#^o m^^t-^^^'^'^h.. ^j^^Am(D^m. 

>, ^>if>> h;i/x>, ^yu>m(Dmt7i^mmmi:$>^o 

mm. mpiitp- h)i:x.y7.)it^>m. )>^^y7.)VT!r^ym.. v^}y)v:^umm.. 

#:(! 3)cD7KitS(7)X;i/>Jtx;U#:X«7S^;i^fl^, X«7;i/n-;i/#:(l 3)CD7K^ 
^J;tiivX^Jl/X-T-;i/, xh7kFn77>> >?^^1t>. l,2-vp<h^i^ 

/^^;^A7 5 H^07S H^.^^fflVi, :^S<hLT, {^J;^«> U X5^;i/7 5 >, v 

^yyp t!;i'X^;i/7 5 euv>. 4 - v^5^;i/7 5 y t!U v>^<7)7 5 > 
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5 h\ u5"'i7Av-r yya t:;i/75 h*^o^MT5 h*^^«rfflv^> m^\t)^^> 

vyPt!;i/X5^;i/7 5>, bfU>?>, 1. 8 -v7ifk*'>i:7n[5. 4. 0]- 7 



(14) 



N-Y 




N-Y 



(15) 



(16) 



Ar, 



(1) 
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mit-^^frhyit^^ii 4) t$sj^;$-&T#6n^7;i/:3-;i/fb^i^(i 5) 

(Dit^m (i^^^nso :i(Dmmwiz^si7KR!ts(D^mnLrzm^. vcDmum 

mxnt£^rhmm\zY^i7\^mm^-v$>^^{i QXDit^i^izMm-^n^o sfc, 

5)(D7)i^n-)u^xmF (Dm^tmmizm^wtLrcmzU:^Lrzm^. 
^mmmmmximmiz^^xm^n^o 

m^\tv^)j^^)V7^y. N, N- v-r yyo tf;px^;u75 yf^EcD^m'^mo:) 
#ffiTxtt#^#ftTMjr>t, 7)vzi^yi:))Vjf.-)vmz^mk. mutnm\zM 
sx«if(D^frTTMttL, ^{i)xm-^n^\t'^mzmmr^z.}ii)^x^^. 

LT^fflT^^o z.(Dum<Dtzib\zu. i^%m(Dit'^m^nm(Dmmm. m^^m. 
^WiM. vinmmn. mmnti^a^mmx.. nm(Dm\^m\z^'^x^nu fim. 
tif±)vn. m.m.n. mu w.m> mmn\. mMmfi-E\zmmt^z.t.-h'i 

*^i3«Ofb-&tl«, ^KA»S#{'*tbT 0. l~5OOmg/S$101!llX« 

•^m\z6fnx%ux\t^%ux^^-^^z.tifix^^o z.(DiSL^mtmm(Dnm. 

]>XT\zummikxsu.mm^^Li^%m^M.w-mzm.m-^^. 
%mm 1 

2 - [N -(2-7^0^-4 --r v/n If ;i/7xn;i/) -N-x5^;i/7 5 /] - 4 
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- (4 - 7x-;i/- 1, 2. 3. 6 -T- t Fnlf U v>- 1 -<;!/)- 6 -;^^)V 

(1) 2, 4-v^nP-6-p^5";HfU5v>4 1 5mg5:X37y-jl/4ml 

{zmmv^T^izxMvrzo z.(Dmmiz4-yjL=.)v- 1, 2. 3, e h^t k 

□ tfU v>*g^i^5 0 3mgi:>'-1'yyah!;i/X^;U75> 6 6 4mg€*nA, 

yy^~ (mrmm : ^^^y mmj:.^)i- 1 o : i - s : d 

^^tbX4- (4 -7xX;U- 1.2, 3,6-xh^tHnl:fiJv>-l--r;i/) 
-2-^nn-6-pC 1! U 5 v > 4 9 1 m g <g:#fco 

(2) 4-(4-7xx;i/- 1. 2, 3. 6 -5^ h^t Hntr U v> - 1 - -r;i/)- 

2 -/7 nn - 6 -7^5^;i'tf U 5>'>46 6mg, 2--/n^:-4-<y7'nH;i/ 

7xU y^m^4 0 8 mgS:r/v^vyotf;i/X^;i/7^ > 2 3 2 mg^X9^l/ 

i)\zxmmL. 7t;i/7 7 7.<hbT2 -[N-(2 ->^D^-4-'i' vyntf;i/7 
xx;i/)7 5y]-4-(4-7xx;i/- 1.2.3. 6-xh7t HntrU'>'>- i 
--r;i.)- 6 - pC^;i.tf U 5 v>^4 5 8mg?:#fc. 

(3) 2-[N-(2-yn^-4--rvyn h:;i/7xx;i/)7 5 /] - 4 - (4 - 
7xxji/ - 1, 2. 3, 6 -5^h^ t Fn If' J v> - 1 - 6 - p<5^;i/b°U 5 
v>4 5 3mg;£N. N- vp<^;1/xK;1/A7 5 h* 5 m 1 tl^^b, 6 0 %7^miti- 

X5^;i/2 14mg$JP;t, -^^fil'T» U;^Co SJiS^M^/Jcda^'. Mx 

V^y-y A - iWcXmm ; ^^^y : @^^x5^;i/=8 : i) izxmmLfco 
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mtb. x-x;i/j;OISII{bb, 2-[N-(2-7'n^:-4--ry7°ntf;i/7x 
-;i/)-N-X5';i/75 y]- 4 - (4 -7x::i;i/- 1. 2. 3. 
Uv>- 1 )l) - 6 - S. i^>mmm3 2 5mg^#fe. 

* {t ^ #1 |W| t b T t# { t ^ C5 ^ ^ tt X - ^ ^ 1 { ' IB U , 

2-[N-(2,4-vy h^>'7x:n;i/)-N-X5^;i.7 5 7]- 4 - [4 - (3. 
4 - n □ 7 x:n;i/) - i, 2, 3, 6-f-h7tKntfiJv>-l-<;H-6- 

^M^Jl ilBHt^IbT, 2, 4-vi^nn-6-pC5^Jl^eU 5v><h4-(3. 4 

- V ^ □ p 7 X -1. 2, 3, 6-5^h^t:HntfUv>J:0#5nfc4-[4 
-(3,4-vi^nn7x-;i/)-l, 2, 3, 6-T-h^t:HPtf'Jv>-l — T^H 
-2-^Dn-6 -^9^;^^ U 5v>500mg, N-X5^;i/- 2, 4 - h^r 

v7::iij>28 lmg$X5^U>^'Uli-il/2ml4'l. 5 HfPsI 1 7 ortlinitb 

mmm; ^^^y ■.mm:i^^)v^ A d \zxmmk. vx^;i/x-x;L'J:os 

M^t2 -[N-(2, 4-vp< h4^i>7xX;i/)-N-X^;i/75y]-4-[4- 
(3. 4- v^nn7xx;i/)- l, 2, 3. 6 - x h ^ t b* O tf U v> - l - -f - 
6 -^5^;i/tf'J 5 v>^3 6 Omg^#fc. 

^i^^J3 

2-[N-(2--/n^:-4 yynt;;i/7xx;i')-N-x^;i/75 y]-4 
-[4-(3-i7nn7xx;i/)-i. 2, 3, 6-T-h7bFntf>Jv>-l--r;U] 

- 6 - ^ U 5 V >i^M^0^^!^ 

(1) 1 tnmzLX2, 4 - v^on - 6 - ^5=-;nf U 5 v>t 4 - 

(1. 3-v:t=^^V^> - 2 - -r;P)tf^U V><i;0#e.nfc2 -[N-(2 -T'nqE 

- 4 --r vynh!;i/7xx;i/)-N-X5^;i/75 y] - 4 - [4 - (l . 3 - v:t=^V 
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- 2 - -r;i^) tf^u v> - 1 - 6 - ^^jutfu 5 v> 1 4. 2 5 g 

hy}^}'uyy>7 bmUzmmh. 4 S^it^ 7 5 m 1 ^JPX., ^^^T 6 

u*^;p;^j7A^D-7 h^'yy^- (mmmm ^^■*t> : @^^x^;i^= 7 : 1 
~6 : 1) ?fit»i0 2-[N-(2-yp^-4--f y:/□tf;^7x- 

;^)-N-x5";^75 y]- 6 -p<5";i/-4-(4-:t^y tf^u v> - 1 - 

U 5 1 2. 9 3 g^tffco 

(2) 3 -:/D^ ^ PD^>-tf>4 2 7mg, T >^ -i? A 2 7 m g <hMM© 

n^m^^. 2 -[N-(2 - yot-4--f vyoe;i/7xx;i.)-N-x5^;P75y] 

- 6 4 - (4 -;r=^^y tf^U - 1 - ^;i/)tf U 5 v> 3 2 1 mgcD 

T-h^t:HD79>3ml Oj^J^tt^ tC?1IT L , y^'^T imfn^m^^X^UX imm 

^mxio^mmw^. mm:r.^)v\zxmiiiLrzo mmm\tmmm.<t7>'e:^i7 

i^Amm. mmmm7mi-h^)^A7mm. mm'k^7K\zxm'Amwv. mTi^m 
m-Th^j^j^izx^mLrco ttmm^mmm. mm^m&rmmv. mm^-y^j 

tl^JVtiyAT^u-^h^yy^- mmmm ■, ^^1J-> : @^^X5^;i'=4 : 1) 
\zxm^L. 2-[N-(2-yp^-4--r y:/o tf;i/7xx;i/)-N-x5^;i/7 
5 /3-4-[4-(3-^^on7xx;i/)-4-t Hn:^5>tf'^U v> - i - -T ;p] 

- 6 - ^ 1: U 5 V > 2 3 8 m g $f#fco 

(3) 2-[N-(2-ynt-4-'t'vyp t°;i/7xx;i/)-N-x5^;i/75 y] 

- 4 - [4 - (3 - ^PP7xx;i/) - 4 -h KP:^'>tf^U - 1 6 
-^^^Jl/tfU 5 v> 1 7 0 mg h U 7;^^□@^m 1 . 2 5 m 1 ^ Jn;i. "^UX 2 

iiTKJcTiiii^wb. M7mmi-hv^A{zxnmLrzo ^mm^mmm. mm 
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•y-> : i^^x5^;i/= 7:1) izxmmhrc. m^nrcy^j-7z>mt;f^^y- 
y:/ne;i/X-7^;i/=kDSi^ab, 2 - [N- (2 -^o^:- 4 --r y tf ju 

7xn;i/)-N-X5^;i/7 5/]-4-[4-(3-i57nn7xr:;i/) - 1,2.3.6 
-T^h^h Hot!U v> - 1 - -r;i']- 6 - ^^;i/t!U 5v>*£^i^l 3 Img^ 

2 - [N- (2 - y'u^ - 4-^ Vfa\^)ly aL-)l)-N-X^)l7 ^ y] - 4 
- [4 -(7^> - 2 — r;i/) - 1, 2, 3. 6-7-hy}^\^U}d^JP>-l-^)l]- 

(1) 7v>13 6mg(7)xI>7tFn>'^>lml (Z)^?^lc:i. 6 3MOn- 
^5^;i/U?'^A<Dn -^=lr1i->^?^0. 9 m 1 €r> - 1 Sri'J^^Tl O^^lTii 

Tt, 5rT2 0 5i'fll1«l^t;fc„ 2 - [N- (2 -^~p^- 4 --r y 

if;i/7xx;i/)-N-x5^;U75 y] - 6 - 4 - (4 -:t4^v hf^U 
> - 1 - -f ;i/)tf U 5 v>4 3 2mg0-r h7 t h* n 7 7 > 2 m 1 1 5 

rt-^^^T 1 0 ^J^PelTriTt, - 1 bV-^OVTS 0^\hmi^Lrzo gt^^^T 

1 Bfffeiitw^ti, mmmt7>'i:~'0^7Kmm^^'^TmTi^^ @^^x?;i/jatt5L 

^ + tf-> : @^^X^;i/= 3 : 1) izxmmh. 2 - [N- (2 -7*n^:- 4 --r y 
yn tf;i,7xx;i/)-N-x5^;U75 y] - 4 - [4-(7 9>-2--r;U)-4-t: 
Hn^vtf^U v>- 1 - 'T;!/] - 6 - ^5^;i/t:U 5 v> 2 7 9mg^t#fco 

(2) 2 - [N - (2 -y'n^-4 - ^yy°oh°;i/yxx;p)-N-x^;i/7 5 y] 
- 4 - [4 - (7 7> - 2 - -f ;i/)-4 - 1 HD^xtr^u v> - 1 - - 6 - 

y^^Jl^eU 5 v> 1 0 4mg, h UX5";i/7 5 > 8 5mgRr;4 - v;<^;i<'7 5 
y hfU v> 1 3mg(Dvi7nnyi5'> Im 1 (D^l^fc. y ^ >x;i/4^x;U^ n ^ 
-< H4 8mg©v^Dny ^>0. 5 m 1 ©^?^^&*i^TMTb. 1 5 ^R^MJ^fi, 
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iii^»t, mMm-rh^)OAizx^mbrzo ^mm^mwm. mm^m}±r 

ifX9^;i/=9 : 1) \zxmmv. 2-[N-(2->^n^:-4--rv:/nbf;i/7x 

x;i/) -N-X5^;i/7 5 y]-4-[4-(7^>-2--r;U)-l, 2, 3, 6-7^h 

:^i\:^!^Rmm\zLxmrzit^m(Dmmt^^v'-^^mi\zm\.rzo 

2 -[N-(2 - yp^- 4 --r tf;i/7xx;i.)-N-X^;i/75 y]-4 

- [4 - (5^:t7x> - 2 - 2, 3. 6-7=-H7t:FPeUv>-l--r 

(1) ^:t7x>l 6 8mgRyf2 - [N- (2 -yp^- 4 vyPtf;i/7 

xx;i')-N-x-5^;i/75 y]- 6 4 - (4 -^4^y tf'^u >?>- i - < 

U 5 v>4 3 2mg§ffll.^||]!il^J4(Z) (1) tnmommzX 2 - [N - (2 

-:/p^r-4--r yyptf;U7xx;i/)-N-x5^;P75 y]-4 - [4 - (^^y 

X > - 2 - -r il') - 4 - h H P =lr '> If ^ 'J V > - 1 - < - 6 - hf U 5 V 

> 2 2 8 m g ^fi/to 

(2) 2-[N-(2-:/P^:-4--ry:/p tr;i'7xx;u)-N-xg^;i/75 y] 

- 4 - [4 - (5^;t7x> - 2 - -r;i^) - 4 - 1 KP^s/bf^u v> - 1 - -r JH - 

6 -^^;HfU 5 v> 1 6 6mg=&9 9 %^mo. 5 m 1 tfJ^^MT 2 B#^lt# Lfc. 

-^AjcT^^iLfco ^is^j^jisij^. mm^m&rmmv. m^'y^Jtiyjuti 

7A^p-7h^'^7^ - (Mr?^?§5« ; ^4^-9- > : Stmx5^jl/= 5:1) tiTlIM 
2-[N-(2-7'Pt-4--ryyP tf;P7xx;|/)-N-X5^;i/7 5 y ] - 
4 - [4 - (5^:t7x>- 2 --f 1, 2, 3. 6-f-h7tFPlfUv>-l- 
-f ;H - 6 - ^ tf U 5 V > 1 3 2 m g ^mtzo 

:^<t^!^Rzsmm\zLxmrzit^i!^(Dmm.tm^y'-^ ^^nzmvfz. 
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2 - [N-(2 - :/n^- 4--r yynfcf;i/7x-;i/)-N-x9';i/75 y]- 4 
-(5-7x-jl/-l, 2, 3, 6-xh7tFntfUv>-l-i'>'I^)-6-p<5^;i/ 

(1) N - t ->^h^->:^j;i/7}^-;i/- 3-:t=^^y e^U v>5. O Og^xh^ 

hHn7^>l 0ml 7'ot^>-tf >4. 7 3 g t T ^' v 'i' A 0. 7 

9 g^xh^h Hn77>5 0ml ct^-tliMbfciJ^'U ::i^-;Hit^coj§IS{lJk}<^ 

h^=7y^- imWi^m : ^^it> : i^g?x5^;i/=3 : 1) \zxmm\^. N- t 
->^h=^r'>:^;i/i}^x;i/- 3 - 1 Kn:;|r'> - 3 - 7xx;nf'^U v>4. 2 i g>&# 

(2) N- t -7* h^'>;^j;P^x;i/- 3 - t Hn=\^S/- 3 -7xxjl/hf^U V 
>3. 6 3 g I' h U 7;i/^P@^^4 9.2ml ^JPA, ^^ST H^^J^^M 5 Bf 

J -)VZ 5m 1 \zmm\^. v^V^nif Jl^X5^;i/7 5 > 5. 1 6 
g<i:2, 4-v^no - 6 -y5^;i/t!U 5 v>2. 6 Omg<£jPX., ^;«^T-^M 

^tbfco K^^mm^^m^mi^mi- h ^ h.Amm\z^^ . Mx^juamufeo 

M : ^+1j-> : MX5^;i.= 3 : 1) \zxmm\.. M^i: LT4 - (5 -7xX 

2, 3, 6-xh^tKDt°'Jv>-i-<;p)-2-i:7nn-6-^^;i/ 

h:U 5 v>2. 1 7mg^#fco 

(3) 4-(5-7xx;U- 1.2,3, 6-xh^hHnlfUv> - l--r;i/)- 
2 - on - 6 -y 5^;i/eu 5v>i.iOg, 2--/ot-4--rvyntf;i/7 
xU >MigO. 9 7 gSLrXv-Y vynlf;i/X^;i/75>0. 5 0 g*x^u>y 
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uii-;i/5mi ^ immmmrnvTzo R!t^mm^mmmm7^mi-hu^2^7i<im 

f)VtiyA^u-7hifyy^~ (MW W ; -^4--y-> : Mxg^;i.= 3 : i) iz 

Xmmi^. 7t;i/7 7Xi:bT2 -[N- (2 - 7'P ^ - 4 - V ^ □ t!;i/7 x- 
;i/)75y]-4-(5-7x:z;i/-l, 2, 3, 6-f-h^tFnt:uv>-i--r 
6 -^^;HfU 5 1.3 2 g^ntco 

(4) 2-[N-(2->^n^-4-'ryyn l:f;i/7x:::;i/)75 / ]- 4 - (5 - 

7x-;^- 1, 2, 3, 6 - X h ^ t Fp h°u v> - 1 - 6 - ^5^;nf u 5 

v> 1. 2 1 g^N, N- 5 H 1 2m 1 (C^Mt> 6 0 %7Kmit 
u^h^yy^- (&mmm ; ^+-y-> : TIi h>=9 : 1) (CTttSiL/i, m 

^nrz7^j-^7^ymt}^^ y-)v^4m^mt7i^m/mm:i^^)\^mm\z^v)m. 

mmtL. x-x;i^J;fp|S^{l:b> 2 -[N-(2-yD^-4--r vynt!;i/7 
xx;i/)-N-X5^;i/7 5 y ] - 4 - (5 - 7xXJl/ - l. 2. 3, 6-xh^tFn 

tf'j v>- 1 --r;i/)- 6 -^^;i'tf u s.i^>mmmi. o 2 g<^:#fc. 
mmm 7 

2 - [N- (4 --f yyp t:;u- 2 - y5";i/^:t7xx;i/)-N-x^;i/75 y] 
- 4 - [5 - (2 -^^;i/7xx;i/)- 1. 2. 3, 6-^h7tHntfUv>-i- 
< ;H - 6 - ^ g^;nf U 5 V >i^^lfe<^^^ 

ilM^je tiwiiitrtTN- t -7>^->*;i/5}^x;k- 3 - ^4-7 tf ^ U 
2 -y^;i/7xx;i/T^^^i/'i7Ayn-7-r h\ 2, 4 - v^no - 6 - y5^;^tfU 
5i/'><i:0t#^nfc4-[5-(2-^5^;i/7xx;i/) - 1. 2, 3, 6--rh^tF 
neUv>-l--r;i/]-2-^^np-6-^f^Jl/t°U5v>905mg, N-X 

4 --r y yp tf;i/- 2 -y ^;i/5^:r7x u > 6 3 2mg^x.^u>i^^) n 
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-;n om 1 1. 5B#^ii 7 0 x:\ziMmLrzo Kmmm^mm^wtTKmi- h u 

^) ti ^ )vti v^yy ^- mmmm ^^d-> : mmx.^)\^= i o : 
1-4 : 1) izxmni^Tc. n<bnrcyV'-r^>mtP!7nn}<^>'p4mM 

m\:y\im/mmj^^)immizj:r,^^^tL. i^^x9^;^ : x-T■;^J; o^^i, 
b> 2 - [N - (4 --r yyp 2 -^^;u5^^7xz:;1/)-n-x5^;I/7 5 /] 

-4-[5-(2-p^^;i/7xx;i/)- 1, 2. 3. 6-xh7bHnifiJv>-l- 

<;H- 6 J 5 0 5 g^mrco 

^^it^^RnmmizLxmzit^'^cDmmt^i^v'-^ ^^2 izmLfzo 
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I g^U:y> KttT"' I - CRF^fflVifc. 

lUm^)ii>}^^m^^rzm^Em\t, The Joumal of Neuroscience, 7. 
8 8 (1 9 8 7^)t^l5«($tlfci^T<7);^&Tff ^fe. 

^^w-mm^u(Dmm vv vtm^m.^ i omM Mg c 1 3Ri;2mM edt 

A<&^t?5 OmMhUXi^mi^»^ (pH7. 0) T^J^t v:)"^ X L, 4 8,0 0 0 

MgCl2> 2mM EDTA, 0. 1 % -j? '>jfiL?i7;i/:/ 5 >Rr>' 1 0 0 :^ U ^ l^-T 
>a.->y h/m 1 7^09^- >=£#t? 5 OmM h'JX^iSi^»^g (pH7. 0) \Z 

CRF^^#:i^^||l^ : (0. 3 m g iJ' > K/m 1 ) , I - CR 

F (0.2nM) J^r;%^i^^<&> 2 5'CT2B#^SjrN$i±feo Sitx^^Tm, 0.3 

%7}^Ux9"i/>-< 5 >T«!iat/i:^5;^7^ (gf/O {rFK^IjIiit, 

:y9X7^;i/i5'-^0.01%Tr i tonX-100 $:#tf U >i!M»{t^a:fe 

ImM CRFi?ffiTTSJtv^lTofcB#(DlS'&S^, '^M-CRF0##M^ 
^.hU, ^,|S^t##Sig^i:®ll^#^iig^ibfeo -^ii^ (0.2nM) <D 
I -CRFiaa[<&^^fc^®^^$±fHO*{^|^TMJ2i:$-ti:S:ii:-eilP^Jffi^^ 
;iCOWl^Jtt«|75^?,''M-CRFie^<£ 5 0 %}qi^J-r^lfl^i^^(DjiS (ICso) 
^m^£^3{;^L;t. 
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Comp. No. 


I Cso 


(nM) 


Comp. No. 


I Cso (nM) 


1-0 1 


6 6. 


0 8 


1-5 5 


4 5. 3 5 


1-0 2 


2 2. 


0 5 


1-5 7 


6 5.79 


1-0 3 


3 2. 


2 5 


1-6 1 


6 7. 3 4 


1-0 5 


2 7. 


5 9 


1-6 2 


3 1.99 


1-0 6 


1 0. 4 8 


1-6 6 


4 6. 4 2 


1-0 8 


8 9. 


0 2 


1-6 7 


6 1. 3 6 


1-12 


3 8. 


54 


1-6 8 


3 8. 5 4 


1-14 


7 3. 


9 1 


1-7 1 


5 5. 9 1 


1-15 


7 9. 


2 5 


1-7 3 


6 5. 7 9 


1-16 


8 1. 


1 1 


1-74 


6 2. 8 7 


1-17 


7 3. 


9 1 


1-7 7 


8 2. 3 6 


1-2 0 


4 9. 


7 7 


1-7 8 


5 2. 2 0 


1-2 1 


8 1. 


1 1 


1-7 9 


4 4. 4 7 


1-2 2 


8 9. 


0 2 


2-0 1 


8 9.02 


1-2 5 


4 6. 


42 


2-0 2 


9 6. 1 7 


1-2 6 


3 5. 


1 1 


2-0 3 


8 2. 2 7 


1 — 27 


1 2 


6 4 


2 — 04 


8 2. 2 7 


1-3 0 


2 4 


8 0 


2-0 5 


2 7. 5 9 


1-3 1 


9 6 


1 8 


2-0 6 


9 6.17 


1-3 3 


5 5 


9 1 


2-0 7 


2 0. 1 9 


1-34 


2 0 


0 9 


2-0 9 


9 7. 7 0 


1-3 6 


5 1 


5 1 


2-13 


8 2. 2 7 


1-4 1 


3 8 


9 2 


2-15 


1 0. 8 1 


1-4 6 


3 1 


2 6 


2-18 


7 0. 3 8 


1-5 1 


2 1 


54 


2-19 


7 0. 3 8 


1-54 


6 5 


7 9 







mm. mm^wm. xhjt^hj. mmm. mifii. mnm. mmm. ^m. 
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m ^ (D m m 

1. it [I] 



R1 




[I] 



;i/S> 7x::i;i/g, 5^x-;i/S3i:tt:7 9:n;i/^^^L. R'«7jc^MT. ^^icl 
~ 5 C07;P^r;US, 7 5 y SXt* 1 ^ L < « 2 ® O^^^ 1 ~ 5<D7)V=^)Vmr 

mm-^nk7s.ym^^L, RniKmi^i~5(07;i^^;i/a, ^^is:4~7©'> 

i;u7)V^)V7)V^)Vm. ^^ii[2~ 5 ® 7;U^-;i/SXttK^^ 2 ~ 5 (^7;P 

^^^i~5©7;i/=^;PS> M^l^ 1 ~ 5 07;i/n^->s. m^^i~5®7;i/ 
. 7 ^ y 1 < « 2 ji(D^^ic 1 ~ 5 (D7;i^^;i/^Tfi^$ 

2. i!C [I] H:feViT> Ar;&t7^hvt: HnhfU v>lS<^4&lCttl^L, Ar 

^v\ny>j^^, Mm^i~5<D7;p^;i/S> M^mi~5 07;i/3]:^>'aRt; 

^0, X'/&^'^>-tf>S<D2fe{'g^bfcAn'5r*>M?Xtt^5^;i/^^a-efei9, 

X';0^'^>.-fe*>»®4j4l;ifij^b/i-ryynt°;i/^Xtlv^^;i'7^yST&^f* 
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3. it [ I ] \Zi^\,^X. Ar^O^'xh^b Hnk!U v>^©5^tgj^b. Ar 

X ' ^ > -if > ^ © 4 ft « m u y y n e ; s X « V ^ ; 1/ 7 5 y s T s » 

4. A r 75V\n^*>l^^l?fii^l$nfe7xn;i/ST*^ft*<D^ffl 2ia«<D4 

5 . A r i)^^mik 1 ~ 5 (Z)7;i/+;i/STK^$n/i7x-;uST^s»^ro*g 

6. f*^(Z)$gHl~5(DVim*^iam©4-T-h^t: Knt!U v;HiU 5v> 

mmi¥x\t^<Dmm±Vfm-^n^m^^^f^^fr^ c r f 
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